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Comments from AstraZeneca on the 

Draft Guidance on E2E Pharmacovigilance Planning 

(Docket Number: 2004D-0117) 

General Comments 

l Comment 1 

Overall, the document is well written, comprehensive and consistent with FDA risk 
management concept papers and the EU Heads of Agencies Summary Paper on risk 
management. 

l Comment 2 

Some readers found the guideline to be rather non-specific in some instances: 

rn 1.3 Scope (page 3): “. . . a Pharmacovigilance Specification and Pharmacovigilance 
plan that might be submitted at the time of license application.” 

o 2.1 Elements of the specification (page 4): “The elements of the Pharmacovigilance 
Specification that are included are onlv a puide.” 

l 3.1 Purpose (page 5): “The plan would normally be developed by the sponsor and a 
be discussed with regulatory during product development...” 

Equally, it was recognized that this level of non-specificity provides companies with sufficient 
flexibility to keep the required resources for planning and running these detailed 
pharmacovigilance activities tolerable. 

0 Comment 3 

It is not clear when the PVP should be submitted? Should it be at the time of the license 
application (1.3 Scope (page 3)) or prior to approval (3.1 Purpose (page 5)), after submission 
but during the evaluation? 
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Docket Number 2004W0117: Response to FDA Call for Comments - Draft Guidance on 
E2E Pharmacovigilance Planning 

Draft guidance: E2E Pharmacovigilance Planning 

Section 
! Pharmacovigilance 
5pecification 

Page Comment or proposed replacement text 

3 It might be useful to state up front in the document that 
the PV specification and plan can either be included as a 
stand-alone document in Module 2 of the CTD, or that 
elements of the document can be incorporated into 
Module 2. This option is presented in this section, but 
might be more useful if moved to the front of the 
document. 

L.1.1 Non-clinical 4 What does the statement “ . . .non-clinical safety concerns 
that have not been resolved by clinical data” mean? Does 
it mean preclinical findings that were not confirmed in 
clinical investigation, or clinical findings that were not 
predicted by the preclinical work, or both? 

2.1.2 Clinical 4 Section 2.1.2.e. has the heading “Epidemiology of the 
indication(s) and important adverse events”. The use of 
‘adverse events’ is ambiguous; what is really meant? If it 
is the symptoms/signs associated with the underlying 
disease, this could be expressed more clearly, since an 
adverse event is generally understood to be a medical 
condition occurring during exposure to a pharmaceutical 
product rather than an event in association with a disease 
being treated. 

3.2.1 Structure of the 
Pharmacovigilance Plan 

6 Use of the phrase “Important missing information” might 
pose some questions from a legal perspective. Suggest 
revising to read “Ongoing and planned studies” or 
“Additional proposed studies (or work).” 

This section states that a Pharmacovigilance Plan should 
contain a summary of the important identified risks etc., 
particularly if the Plan is a separate document from the 
Pharmacovigilance Specification. If the word ‘should’ 
means ‘must’, as it does in Swedish, it may be 
inappropriate to use in this manner - it could be rephrased 
to “... give a reference to the Pharmacovigilance 
Specification or provide a summary of the following if the 
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6  

D o c k e t N u m b e r  2 0 0 4 U - 0 1 1 7 : R e s p o n s e  to  F D A  Cal l  fo r  C o m m e n ts - Draft  G u idance  o n  
E 2 E  Pha rmacov ig i l ance  P lann ing  

Draft  g u i d a n c e : E Z E  Pha rmacov ig i l ance  P lann ing  

S e c tio n  P a g e  C o m m e n t o r  p r o p o s e d  r e p l a c e m e n t text  

Pharmacov ig i l ance  Spec i f icat ion a n d  P lan  a re  sepa ra te  
d o c u m e n ts”. 

3 .2 .3  S a fe ty ac t ion  p l a n  
!o r  speci f ic  i ssues  

6 -7  This  sect ion uses  th e  wo rd  ‘O vers ight’. ‘M o n i to r ing’ 
m igh t b e  a  b e tte r  wo rd , s ince ‘overs ight’ can  have  two 
m e a n i n g s  ( fa i lure to  n o tice vs. superv is ion) .  

3 .2 .4  S u m m a r y  o f 
ac t ions to  b e  c o m p l e te d , 
i nc lud ing  m i lestones 

7  T h e  P V  speci f icat ion/p lan wi l l  l ikely serve  as  th e  bas is  fo l  
p h a s e  IV  c o m m i tm e n ts wi th th e  F D A  a n d  pos t -approva l  
c o m m i tm e n ts fo r  o the r  hea l th  a u thori t ies. Th is  is th a t wi l l  
n e e d  to  b e  cons ide red  w h e n  a  sponsor  p repares  th e  p lan  
fo r  submiss ion  to  hea l th  a u thori t ies. 

A n n e x  - C o h o r t s tudy 12 -H  T h e  fina l  sen tence  con ta ins  a  c o m m e n t rega rd ing  p a tie n t 
pr ivacy a n d  con fid e n tiality. It has  b e e n  sugges te d  th a t th is  
word ing  b e  m a d e  m o r e  p r o m i n e n t, pe rhaps  by  inc lud ing  
th e  l a n g u a g e  a t th e  beg inn ing  o f th e  A n n e x . A lth o u g h  
the re  a re  H IP A A  e x e m p tions  w h e r e  pub l ic  hea l th /safety 
a re  conce rned , severa l  o f th e  P V  m e thods  o u t l ined in  th e  
A n n e x  cou ld  p o te n tia l ly ra ise H IP P A  concerns . 

A n n e x  - Ta rge ted  Cl in ica l  W I4  
Invest iga t ions  

These  studies can  s o m e tim e s  b e  ex trem e ly diff icult to  
conduc t. It can  a lso  b e  diff icult to  o b ta in  Ins titu tiona l  
Rev iew B o a r d  (IRB ) approva l  fo r  s tudies in tended  to  
eva lua te  a  prev ious ly  i den tifie d  risk. S o m e  IRBs m a y  
ques tio n  th e  va lue  o f expos ing  a  p a tie n t to  a  k n o w n  risk. 
In  add i tio n , conduc tin g  d rug -d rug  interact ion studies 
w h e r e  a  sponsor  has  a l ready  s h o w n  ev idence  o f a  d rug  
interact ion m a y  a lso  ra ised  IRB concern . Th is  app roach  i, 
n o t th e  s a m e  as  th e  typical  d rug -d rug  interact ion studies 
conduc te d  du r ing  th e  no rma l  d rug  d e v e l o p m e n t p rocess  
w h e r e  a  sponsor  does  n o t ye t know  if the re  is a n  
interact ion. 
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